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REMARKS 

Claims 1-16 are pending in the subject application. Applicant confirms the election with 
traverse of group I claims 1-16 in response to the restriction requirement and cancel claims 17-36 
without prejudice or disclaimer. Applicant confirms the election with traverse of naproxen as a 
species selection. The amendment to claim 12 is made merely to correct a typographical error; 
no new matter is added to the claims. 

1. The Claims as Amended are Not-Obvious under 35 U.S.C. § 103(a). 

While disagreeing with the Examiner's analysis with respect to each of the obviousness 
rejections on the record (specifically set out below), Applicants have amended the claims as 
suggested by the Examiner to focus on a specific subset of hop acid moieties {see for example 
newly amended Claim 1 now reciting reduced isoalpha acids, dihydro-isolalpha acids, tetra- 
hydroisoalpha acids, and hexa-hydroisoalpha acids ) in the interest of advancing the case to 
allowance. Reconsideration of all the claims in light of the proposed amendments and the 
following remarks are respectfully requested. 

Claims 1-16 stand rejected under 35 U.S.C. § 103(a) as being unpatentable over WO 
99/44623 ("WO") (abstract; page 4, lines 3-15; page 6, lines 6-20). Applicants respectfully traverse 
the ground of these rejections. 

WO purports to teach, 

"preparations and extracts of valerian, as well as isovaleramide, isovaleric acid, 
and its pharmaceutically acceptable salts, esters, and substituted amides, and 
other valerian-related compounds, in combination with NSAIDs [which are said 
to] exhibit clinically significant pharmacological properties which implicate a 
treatment for acute muscular aches, strains, and sprains which occur from a 
localized, external insult to a particular muscle [...]. " 

Newly amended Claims 1-16 are limited to reduced isoalpha acids, including dihydro- 
isoalpha acids, tetra-hydroisoalpha acids, and hexa-hydroisoalpha acids . WO does not teach or 
suggest reduced isoalpha acids, dihydro-isoalpha acids, tetra-hydroisoalpha acids, and hexa- 
hydroisoalpha acids or methods of using the same. It is noted that none of the compositions and 
methods set forth in the WO reference could possibly include a reduced isoalpha acid preparation 
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alone or in combination with any of the many compounds named in that case. Reduced isoalpha 
acids are produced either through the hydrogenation of isohumulone, an iso-alpha acid, using 
palladium on carbon as a catalyst or through a direct isomerization of tetrahydrohumulone. 
Isohumulone, used for the hydrogenation process to form tetrahydroisohumulone, is generated 
by the boiling of hops with wort at a pH value of about 5.5. Under these conditions the alpha 
acids are transformed to the iso-alpha acids which may then be used in the hydrogenation 
process to form tetrahydroisohumulone, for example. Thus, the production of 
tetrahydroisohumulone via hydrogenation of isohumulone is two processing steps removed from 
the alpha acids of a hops extract. Additionally note that the direct isomerization route of 
production requires tetrahydrohumulone isolated from hops followed by the isomerization 
process. Again, as with the hydrogenation process, this route of production is at least two 
process steps removed from the presences of alpha acids in an extract (see, Chemistry and 
Analysis of Hop and Beer Bitter Acids, Elsevier 1991, Eds: Verzele, M., and De Keukeleire, D. 
Chapters 5 and 6, provided herewith as Attachment A). 

In addition, the Examiner's attention is directed to the supragenus structure of claim 3 
and Genus A & B structures of claims 4 and 5 respectively. Examination of the structures 
indicates that isovaleramide (as per WO) cannot be formed insofar as the named structures lack a 
nitrogen atom requisite for the amine formation. Additionally note that producing isovaleric acid 
from the described generic structures would require cleavage from the furanose ring at the 
carbon atom of the double bond site intermediate to the two double bonded oxygen followed by a 
subsequent hydroxylation at that cleavage site. The Applicants respectfully submit that such 
cannot occur via the routes of oxidation and enzymatic action as attributed to WO at page 1 1 
lines 17 et seq. 

Claims 1-16 stand rejected under 35 U.S.C. § 103(a) as being unpatentable over JP 
406312924 ("JP '924") or JP 04202138 ("JP ' 138") taken with Sunshine et al (U.S. Patent No. 
4,780,463 (the "'463 Patent") or CA 2175091 ("CA '091"). Applicants respectfully traverse the 
ground of these rejections. 

JP'924 and JP' 138 at best purport to teach the use of hops. JP '138 is said to teach a 
method for the extraction of lupuronic acid, coluprone and adluprone. Each of these are beta acid 
preparations which could not include reduced isoalpha acids according to the invention set forth in 
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the claims as amended . The JP '924 Abstract purportedly relates to cohumulone, humulone, and 
adhumulone preparations obtained by the Wollmer's method. The JP ' 924 Abstract does not 
teach or suggest reduced isoalpha acids. In fact, the formulations of the JP '924 Abstract cannot 
include reduced isoalpha acids since this compound is not naturally found in hops but is obtained 
by modifying hops acids (e.g., by reducing existing compounds). The abstract does not teach or 
even suggest modifying the chemical moieties relied upon as antioxidant. Kindly note that the 
Wollmer's method (which relies on lead acetate) could not possibly produce reduced isoalpha 
acids. Also, this Abstract does not teach or suggest combining modified hops acids with 
NSAIDs according the claims as amended. 

The CA '091 Abstract relates to a controlled release tablet of naproxen (an NSAID) as an 
anti-inflammatory modality and does not teach or suggest a combination with a reduced isoalpha 
acid according to the claims as amended. 

The '463 Patent relates to naproxen combinations with other known analgesics. However, 
the '463 Patent does not teach combinations with hops and more specifically with reduced isoalpha 
acids. 

Applicants thus, assert that (a) none of the cited references teaches or suggests the 
combination of an NSAID with a reduced isoalpha acid; and that (b) no combination of the 
references in any possible permutation teach or suggest compositions or methods relying on the 
combination of an NSAID with a reduced isoalpha acid. Applicants therefore do not reach the issue 
as to whether there was a motivation to combine since the combination in itself fails to arrive at the 
invention of the claims as amended. It is also noted, that there is no motivation to further modify 
the teachings of any of the cited art to arrive to reduced isoalpha acids. For these reasons, 
Applicants submit that the instant invention is not obvious over the art cited and respectfully 
request withdrawal of these rejections. 
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CONCLUSION 

It is submitted that the amended claims are patentable over the teachings of the prior art 
relied upon by the Examiner. Accordingly, favorable reconsideration of the claims is requested 
in light of the preceding amendments and remarks. Allowance of the claims is courteously 
solicited. 

If there are any outstanding issues that might be resolved by an interview or an 
Examiner's amendment, the Examiner is requested to call Applicant's attorney at the telephone 
number shown below. 

Pursuant to 37 C.F.R. § 1.136(a)(2), the Examiner is authorized to charge any fee under 
37 C.F.R. § 1.17 applicable in this instant, as well as in future communications, to Deposit 
Account 50-1 133. Furthermore, such authorization should be treated in any concurrent or future 
reply requiring a petition for an extension of time under Section 1.136 for its timely submission, 
as constructively incorporating a petition for extension of time for the appropriate length of time 
pursuant 37 C.F.R. § 1.136(a)(3) regardless of whether a separate petition is included. 

Respectfully submitted, 

McDERMOTT WILL & EMERY LLP 

Simona A. Levi-Minzi, Ph.D. 
Registration No. 43,750 
Attorney for Applicants 

McDermott Will & Emery LLP 
28 State Street 
Boston, MA 02109 
Telephone: 617.535.4040 
Facsimile: 617.535 
E-Mail: slevi@mwe.com 

Date: November 20, 2006 
(November 19, 2006 fell on a Sunday) 
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